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1. A method of providing a polypeptide preparation having a reduced content of undesired 
enzymatic side activities, the metnod comprising the steps of: 

#p^viairig a medium having a pH of 2.0 or higher that comprises at least one desired 
pcjpef^teand in addition hereto at ieast one undesired enzymatic side activity, and 


(ii) subjecting said medium to a pH of less than 2.0 for a period of time that is sufficient to 
to ^atleast p^ally inactivate the at bast one enzymatfesjcteactivity. 


JL^^of* according to daim 1 [wherein at ieast 75% of the activity of the at least one 
desired polypeptide is retained after subjecting the medium having a pH of 2.0 or more to 
a pH of tese than 2.0. 


/ 


a A method according to daim 2?wherein at least 85%.of the activity of the at least one 


le is retained. 


■>C >J^-2*t* ,d . according to any of daims 1 -3 wherein atleast 50% of the activity of the at 

«r«ymatte adtivfty fe inactivated. v I. . - 

^*-§%A;^^ to claim 4rwherein at least 90% of the acth^ ot theat least one 

tmdesirea enzymatic activity is Inactivated. 

1^^^^^^ soco^fng to any of <Haims.i-&wherei^^ pH of 2.0 or 

!F ;^^ I $^;^5J^ e ^ m from I* 16 cultivation of an organism that during Its cultivation 

^ - ^^^^^^^^S- 1 ®^ one dee l rec t polypeptide and the*afcieast one undesired enzymatic 
^ side activity. 


--; ^^^^^^^ ^ e group consisting of an enzyme, an antibody^ an antigen and a pharma- 

> polypeptide. ' _ \y ' ' ' > : ^ \, " 


y.-^^ssw&sss^ a S^ HtS ^9 to an y of Claims 1-7 wherein the-at least one enzymatic side acti- 
^«fectedv1rom the group cohsisting of glucx>amyto^ac6^ty^ starch degrading en- 



>1 
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zyme activity, protease activity, peptidase activity, phosphatase activity, lipase activity, 
oellulase activity , lactase activity $nd hemicelluiase activity. 

9. A method according to any of <Haims 1 -8 wherein the medium having a pH of 2.0 or 
5 higher is derived from the cultivation of an organism that is selected from the group 

consisting of an animal species, & plant species, a bacterial species, a yeast species and 
a species of filamentous fungi. 

10, A method according to claim 9 wherein the bacteriahspecies is selected from the 

10 group consisting of a gram negative bacterial species including £ coli and a gram positive 
~" r ^^rKducGng a Bacillus species. 



1 1 . A method according to claim & wherein the yeast species is selected from the group 
consisting of Saccharomyces cefevisiae, a methyiotrophic yeast species including Pichia 
15 pastoris and a Klyuveromyces species including Klyuvatomyces bctfs. 

>t2L<A method according to ciaim © wherein the species of filamemcHJsJungi is selected 
^ ^^m th^group.consisting of an Aspergillus spedes r ^Ciyphonectna species, a Fusarium 

^^^^^ ^ * 

(according to any offciaims 1-12 where«£he medium having a pH of 2,0 or 
; §£ subjected to a pH in thetrange of 1 .0 to 1 ,99, 

[ to claim wherein the pH IsJrHhe range of 1,5 to 1 .99. 

25,;^ . . ^ _ . : : 

u ^5^^A^S^5>d according to claim S4whefein the pH is inithe range of *L7to 1.99. 
- .^Ife^N^hod according to claim 4& wherein the pH isabout 1 .8. 

30:^1dL A method according to any oftdaims 13-16 wherein4he pK ; in the ranged 1.0 to 1 -99 
^by adding an inorgante or an organic acid._ ' - 

iB^ A method according to any oflclaims 1-17 wherein^the medium having a pH of 2.0 or 
^higher is subjected to a pH of les£ than 2.0 for a period of time that Is in the range of 0.1 
36^ minutes to 48 hours. 


19. A method according to any oficiaims 1-18 wherein the at least one desired polypep- 
tide lias aspartic protease activity. 


5 2ft. A method according to claim 1 9 wherein the medium having a pH of 2.0 or higher is a 
medium derived from the cultivation of a microorganism that during the cultivation pro- 
duces tte aspartic protease and tie at least one undesired enzymatic side activity. 

21. A m&hod according to claim ko wherein the medium is derived from the cultivation of 
10 a microorganism that naturally produces the aspartic protease or from the cultivation of a 
:^oomfc^ffluat microorganism that has an inserted gene expressing the aspartic protease. 


22. A method according to claim &1 wherein the microorganism is selected from the group 
OTnsisting of a ^bacterial species, ja yeast species and aspedes of filamentous fungi. 
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23. A method according to cfefet 22 wherein the asparticrprotease is expressed as a fu- 
>;^wpr^ein having, in addition toithe aspartic protease activity, at least one undesired en- 
activity. 


20~ 24. A method according to claim £3 wherein the at least one enzymatic side activity is 

enzyme activrtysincJuding an activity -selected from the group consisting 
of amylase activity and giucoamy!ase activity. 

: / 

~. 25^ A method according to any o0 claims 20-24 whereinrthe microorganism is one that 
t at least one eizymatic side activity. 



* ^a^a^^^^acconffng to claim £5 wherein the at least one enzymatic side activity is 
* ' * group consisting of glucoamyiase activity, lactase activity r starch de- 
activity, protease activity, peptidase activity, phosphatase activity, lipase 
activity and heriiceliuiase activity.: 

27^ A method according to any ot claims 1 9-26 whereinihe aspartic protege Is derived 
fam^ of an ahimal aspartic proteasexincluding a mammalian aspartic 

protease, a plant aspartic proteaie and a microbial aspartic protease. 
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28. A method according to claim 27 wherein the mammalian aspartic protease is selected 
fromthegroup consisting of pro-d:hymosin 7 chyrnosin, pepsinogen and pepsin. 

: / 

29. A method according to claim £8 wherein the aspartic protease is derived from a 

5 mammalian species selected frorfi the group consisting of a ruminant species, a Cameli- 
(fee species including Camelus dtornedarius, a porcine species, an Equidae species and 
a primate species. 

30. A method according to claim 29 wherein the ruminant species is selected from the 

1 0 group consisting of a bovine specfies, an ovine species, a caprine speotes, a deer species , 
a buffalo^ species, an antelope species and a giraffe species. 

31. A method according to any otfcfeims 27-30 wherein the mammalian derived aspartic 
protease is a protease naturally produced in a mammalian species. 

32. A method according to claim 127 wherein the aspartic protease is derived from a natu- 
rally produced ! aspartic protease by the addition or deletion of one or more amino acids or 

^ substitution of one or more amino acids herein* 

20 ^^mj|c clotting composition comprising a preparation of an aspartic protease, provided 
1^ the n any of claims 1-32, said compositior^essentially not having undesired 

enzymatic side activities. 

«j A«^)0si6pn according to cifeim 33 essentially nothaving art undesired enzymatic 
2§ ^f^^^^se^cted from the group consisting of gkiooamylase activity, lactase activity, 
starch degrading enzyme activity ^ protease activity, peptidase activity, phosphatase acti- 
vity, Kpa^ activity, celiulase activity and hemicellulase activity. 
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